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Please amend the application as follows: 



AMENDMENTS 

Please amend currently pending claims 63, 71, 75, 79, 81, 89, 90, 94 and 102, and add new 
claims 1 10 to 123 as below. 





63 • (Amended) A rAethod of identifying a G-protein coupled receptor (GPCR) 

for a given ligand, the method coniprising: 

(i) expressing a putktive GPCR in a cell, said cell comprising, 

a) a first heterologous promoter operably linked to a first 
polynucleotide encoding a Got 15 protein having at least 70 % 
sequence Itanology to SEQ. ID. NO. 2, 

b) a second heterologous promoter operably linked to a second 
polynucleotide encoding a reporter gene, 

wherein said cell stably expresses said Gal 5 protein at 
sufficient levds to permit promiscuous coupling to said GPCR, 
and 

wherein Wid second heterologous promoter is directly or 
indirectly modulated by the activity of said Gal5 protein, 

(ii) contacting said cell with sbid ligand; and 

(iii) detecting a change in repoker gene expression by comparing reporter 
gene expression prior to addition of said ligand with reporter gene 

expression after addition of sfljd ligand. 



64. The method of claim 63 \\4ierein said cell comprises a third heterologous promoter operably 
linked to a third polynucl^de encoding said GPCR. 

65. The method of claim 63, wherein said GPCR is not naturally expressed in said cell. 
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^A^7 66. The method of claim 63, wherein said GPCR is a taste receptor. 




substrate 



method of claim 66, further comprising contacting said cell with a reporter gene 



a ^_68. The method ofclaim 63, further comprising contacting said cell with a compound that 
increases calciurrMevels inside said cell. 

69. The method of claim 68, wherein said compound is selected from the group consisting of 
ionomycin and thapsigargin. 

70. The method of claim 68, further comprising contacting said cell with phorbol myristate 
acetate or an analog thereof. 



71. (Amended) A method for identifying a GPCR for a given ligand, the method comprising: 

i) expressing a putaW GPCR in a cell, said cell comprising, a first heterologous 
promoter operablAlinked to a first polynucleotide encoding a Gal 5 protein 
having at least 70 °\ sequence homology to SEQ. ID. NO. 2, 

wherein said\cell stably expresses said Gal5 protein at sufficient levels to 
permit promiscuous coupling to said GPCR and wherein said GPCR is 
normally coup\ed to either Ga„ Ga s or Ga 12 in the absence of said Gal5 
protein; 

ii) contacting said cell with said ligand; and 

iii) detecting a change in a iignal with a signal transduction detection system 
by comparing said signa| prior to addition of said ligand with said signal after 
addition of said ligand, 

wherein said signal transduction detection system comprises a dye. 
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n The method of d-A 71 wherein said ceU comprises a second heterologous promoter 
operably linked to a Ud polynucleotide encoding satd GPCR. 

73. The method of daij^wherein said GPCR is no, naturally expressed in said ce„. 

74. Tbe methodV claim 7, , herein said signal transduction detection system comprises an 
intracellular caelum indicator. 



i) contacting a c\l. with a test chemica., said cell comprismg 

a firs, heroins promoter operably linked to a flrst po.ynucleottde encodtng a 
G„15 protein hLg at least 70 % sequence homology to SEQ. ID. NO. 2, 

wherein L cell s»bly expresses said GalS protein at sufficient !eve.s to 
permit promiscuous coupling to said GPCR and whereto said GPCR . 
normally \#* to either Ga„ Go. or Ga„ in the absence of said 0.15 
protein; . 

detectingachartgelasignaiwiftasignaltransductiondetectionsystem 
by comparing saidLal prior to addition of said test chemical with sa,d stgnal 
after addition of saidVest chemical, 

whereinsaidig^^ 



ii) 



7 ,Themethodof^ 

operably linked to a second polynucleotide encoding a GPCR. 

77 . The method of claim fc^rein said GPCR is not naturally expressed in said cell. 
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79 (Amended) Th\ method of claim 75, further comprising comparing a s.gnal from a 
ptalityofceuVnthepresenceofsaidtestchemic^lwithenher: 

„ a sil from a second plurality of ceUs in the presence of sard .est chem,cal, 
wherein sa\d second plurality of cells lack either a promiscuous Oa protein, a target 

protein, or v . 
fi) a signal\om said first pluralityo^ 




80. The method^! aim 75, wherein said detecting comprises fluorescence detection 



the method comprising 

i) contacting a cell withla test chemical, said cell compnsmg, 

a) a fir\t heterologous promoter operably linked to a first 
polynucleotide encoding a Gal5 protein having at least 70 % 
sequencl homology to SEQ. ID. NO. 2, 

b) a secold heterologous promoter operably linked to a second 
polynucleotide encoding a reporter gene, 

wlerein said cell stably expresses said Gal5 protein at 
sufficient^ to permit promiscuous coupling to said GPCR, 
and 

wheVein said second heterologous promoter is directly or 
indirectly nldulated by the activity of said Gal5 protein; 
U, detecting a change in reporter genLpression by comparing reporter gene expression 
prior to addition of said ligand \ithreporter gene expression after addmon of satd 

ligand. _ 
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82. The methodlf claim 81 wherein said cell comprises 
linked to a thid polynucleotide encoding said GPCR. 
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. third heterologous promoter operably 



83. The method ofViaim «, OTCR * "<* — * ^ 




84 



The m e«hod\aim 81, wherein said detecting comprises fluorescence detection. 



85. The methdd of claim 81 



substrate. I 



further comprising contacting said cell with a reporter gene 



S 6 .Theme,hodVc.a ta S,. & rthcrc„m pris in g c„n«.in g saidcen W imac„ m pound ta , 



increases calc\um levels inside said cell. 



87. The method of claim 86, wherein 
ionomycin and thapsigargin. 



said compound is selected from the group consisting of 



acetate or an analog thereof. 




pluralityofcellsVlhepresenceofsaidtestchemicalwithetmer: 

asiJftomasccondpWityofcellsinthepresenceofsatdtestchemtcal, 

comprising: 
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contacting a ell with a test chemical, said cell comprising a first heterologous 
promoter open bly linked to a first polynucleotide encoding a Gal5 protein 
having at least 70 % sequence homology to SEQ. ID. NO. 2, 

wherein said cell stably expresses said Gal5 protein at sufficient levels to 
permit promiscuous coupling to said GPCR and wherein said GPCR is 
normally coupled to either Got,, Ga s or Ga 12 in the absence of said Gal5 
protein; 

b) contacting said eel! ih a Hgand that, in the absence of the test chemica., activates signal 

transduction in said call, and 

c) detecting a change in signal with a signal transduction detection system by companng 

said signal prior ,„ additio^ of said test chemical with said signal after addition of said test 

chemical. 



9 1 . The method of clafoi 90 wherein said cell further comprises a second heterologous promoter 
operably linked to Lcorid polynucleotide encoding a GPCR. 



92. The method of claim\90 ; 



wherein said GPCR is not naturally expressed in said cell. 




93. The method of claim 90, wherein said signal transduction detection system comprises an 
intracellular calcium indicator. 



; identifying a modulator of signal transduction in a cell, the method 



94. (Amended) A method foij 
comprising: 

i) contacting a ck with a test chemical, said cell comprising, 

a) a fkA heterologous promoter operably linked to a first polynucleotide 
encodil a Gcd5 protein having at least 70 % sequence homology to 
SEQ. IDi. NO. 2, 
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ii) 
iii) 



b) a second heterologous promoter operably linked to a second 
polynucleotide encoding a reporter gene, 

wherein said cell stably expresses said Gal5 protein at sufficient 
levels to permit promiscuous coupling to said GPCR, and 
wherein said second heterologous promoter is directly or 
indirectly modulated by the activity of said Gal5 protein, 
contacting said cell with a test chemical; and 

detecting a change in reporter gene expression by comparing reporter gene 
expression prior to addition of said test chemical with reporter gene expression 
after addition of said test chemical. 



95. The metho\of claim 94 wherein said cell comprises 
linked to a tb\rd polynucleotide encoding said GPCR. 



l third heterologous promoter operably 



96. The method of cdaim 



94, wherein said GPCR is not naturally expressed in said cell. 



97. The 



method of clai\94, wherein said detecting comprises fluorescence detection. 



. The mettjod of claim 94, further comprising contacting said cell with a reporter gene 



98. 

substrate 

— j The method of claiW further comprising contacting said cell with a compound that 
'/ increases calcium leveV inside said cell. 

100. The method of claim 99, wherein said compound is selected from the group 
consisting of ionomycin and thapsigargin. 

101 . The method of claim 94, further comprising contacting said cell with phorbol 
myristate acetate or an analog thereof. 
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(Amended) A methodW functionally profiling a test chemical comprising the steps of. 
i) contacting a pabel of cells with a test chemical, said panel of cells 
comprising, a plWality of cell clones, each cell clone comprising 

a) a GPCR, 

b) a first Heterologous promoter operably linked to a first polynucleotide 
encoding aWl5 protein having at least 70 % sequence homology to 
SEQ. ID. ND. 2, 

c) a second Heterologous promoter operably linked to a second 
polynucleotide encoding a reporter gene, 

whereL said cell stably expresses said Gccl5 protein at sufficient 
levels t\> permit promiscuous coupling to said GPCR, wherein 
said secbnd heterologous promoter is directly or indirectly 
modulatdd by the activity of said Gctl5 protein, and 
wherein eVch cell clone differs only with respect to the GPCR 
that is expressed, 

ii) contacting said cell clones With a test chemical; 

iii) detecting reporter gene expression from said cell clones 

iv) comparing reporter gene exp\ession between said cell clones. 



103. The method of cla\m 102 wherein said cell clone comprises a third heterologous 
promoter oLrably linked to a third polynucleotide encoding said GPCR. 



104. The method of eld 
cell. 



>, wherein said GPCR is not naturally expressed in said 



105. The method of claim 102, wherein said detecting comprises fluorescence 
detection. 
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106. The methid of claim 102, further comprising contacting said cell with a reporter 
gene substrate. 

107. The method of claim 102, further comprising contacting said cell with a 
compound that increases calcium levels inside said cell. 

108. The method of claim 107, wherein said compound is selected from the group 
consisting of ionomycin and thapsigargin. 

109. The method of claim 107, further comprising contacting said cell with phorbol 
myristate acetate or an analog thereof. 

Please add new claims as below. 



111. 



112. 



-110. The method of claiL 63, wherein said Gal 5 protein has at least 80 % sequence 
homology to SEQ. ID- NO. 2. 

The method of claimVl, wherein said Gal5 protein has at least 80 % sequence 
homology to SEQ. IdW 2. 

The method of claim 7^ wherein said Gal5 protein has at least 80 % sequence 
homology to SEQ. ID. NO. 2. 

113. The method of claim 81,lherein said Gal 5 protein has at least 80 % sequence 
homology to SEQ. ID.NO\2. 

1 14. The method of claim 90, wLein said Gal5 protein has at least 80 % sequence 
homology to SEQ. ID. NO. U. 
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115. The methooV claim 94, wherein said Gal5 protein has at least 80 % sequence 
homology to W ID. NO. 2. 

116. The method oL 102, wherein said Gal5 protein has at least 80 % sequence 
homology to SEQVID.no. 2. 

! 17. The method of clai\ 63, wherein said Gal5 protein has at least 95 % sequence 
homology to SEQ.ia NO. 2. 

118. The method of claim k wherein said Gal5 protein has at least 95 % sequence 
homology to SEQ. ID. NO. 2. 

119. The method of claim 75 Wein said Gal5 protein has at least 95 % sequence 
homology to SEQ. ID. N(X2. 

120. The method of claim 81, wlerein said Gal5 protein has at least 95 % sequence 
homology to SEQ. ID. NO:.\ 

121 . The method of claim 90, whe\ein said Gal5 protein has at least 95 % sequence 
homology to SEQ. ID. NO. 2. 

122. The method of claim 94, where^ said Gal5 protein has at least 95 % sequence 
homology to SEQ. ID. NO. 2. 

123. The method of claim 102, wherei\said Gal5 protein has at least 95 % sequence 
homology to SEQ. ID. NO. 2.— 
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